(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 
International Bureau 

(43) International Publication Date 
24 August 2000 (24.08.2000) 




PCT 



(10) International Publication Number 

WO 00/48581 A3 



(51) International Patent Classification 7 : A61K 31/46, 
A61P 19/00, 29/00 

(21) International Application Number: PCT/EP00/01269 

(22) International Filing Date: 16 February 2000 (16.02.2000) 

(25) Filing Language: English 

(26) Publication Language: English 



(30) Priority Data: 
9903761.6 
9914949.4 
9927877.2 



18 February 1999 (18.02.1999) GB 
25 June 1999 (25.06.1999) GB 
25 November 1999 (25.11.1999) GB 



(71) Applicant (for all designated States except AT, US): NO- 
VARTIS AG [CH/CH]; Schwarzwaldallee 215, CH-4058 
Basel (CH). 

(71) Applicant (for AT only): NOVARTIS-ERFINDUNGEN 
VERWALTUNGSGESELLSCHAFT M.B.H. [AT/AT]; 
Brunner Strasse 59, A-1230 Vienna (AT). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): MCLLER, Wolf- 
gang [CH/CH]; Im RehwechseJ 30, CH-4102 Binningen 
(CH). STRATZ, Thomas [DE/DE]; Purkersdorferscrasse 



49, D-79713 Bad Sackingen (DE). FARBER, Lothar 
[DE/DE]; Drosseiweg 6, D-90562 Heroldsberg (DE). 

(74) Agent: BECKER, Konrad; Novartis AG, Corporate 
Intellectual Property, Patent & Trademark Department, 
CH-4002 Basel (CH). 

(81) Designated States (national): AE, AL, AM, AT, AU, AZ, 
BA, BB, BG, BR, BY, CA, CH, CN,.CR, CU, CZ, DE, DK, 
DM, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG t MK, MN, MW, MX, NO, NZ, PL, FT, 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, 
UG, US, UZ, VN, YU, ZA, ZW. 

(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, SD, SL, SZ, TZ, UG, ZW), Eurasian patent 
(AM, AZ, BY, KG, KZ, MD, RU, TJ, TM); European patent 
(AT, BE, CH. CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 
MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM, 
GA, GN, GW, ML, MR, NE, SN, TD, TG). 

Published: 

— With international search report. 

(88) Date of publication of the international search report: 

11 January 2001 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations " appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



3 

00 

If) — 

22 ( 54 ) Title: USE OF 5-HT 3 RECEPTOR ANTAGONISTS FOR TREATING MUSCULOESKELETAL DISEASES 

^ (57) Abstract: The present invention relates to a new use for compounds having 5-HT 3 (serotonin M) receptor antagonist activity, 
especially tropisetron, for the manufacture of a pharmaceutical composition for the treatment of a non-irrflammatory local disease 
Q of the musculo-skeletal system, of a local irritation condition of a joint or tendon sheath, or for the local treatment of a local mani- 
£^ festation at the locomotor apparatus of an inflammatory disease except for a crystal induced arthritis and a living pathogen induced 
^ intlarnrnatory disease condition as long as the living pathogen is still present. 





INTERNATIONAL SEARCH 


REPORT 


Intel oral Application No 

PCT/EP 00/01269 


A. CLASSIFICATION OF SUBJECT MATTER , _ 

IPC 7 A61K31/46 A61P19/00 A61P29/00 






According to International Patent Classification (IPC) or to both national classification and IPC 






B. FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K A61P 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of data t 

BIOSIS, EPO-Internal 


>ase and. where practical, search terms used) 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category • 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 


X 


DATABASE BIOSIS 'Online! 
BIOSCIENCES INFORMATION SERVICE, 
PHILADELPHIA, PA, US; 
October 1998 (1998-10) 
FUJI! Y ET AL: "Prophylactic antiemetic 
therapy with granisetron-dexamethasone 
combination in women undergoing breast 
surgery. n 

Database accession no. PREV199800515643 

XP002149133 

abstract 

& ACTA ANAESTHESIOLOGICA SCANDINAVICA, 
vol. 42, no. 9, October 1998 (1998-10), 
pages 1038-1042, 
ISSN: 0001-5172 

./_ 


11-14 


X Further documents are listed in the continuation of box C. 


^ Patent family members are listed In annex. 


* Special categories of cited documents : 

'A' document defining the general state of the art which is not 

considered to be of particular relevance 
f 5" earlier document but published on or after Ihe international 

filing date 

V document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"Q" document referring to an oral cSsciosure, use, exhibition or 
other means 

'P* document published prior to the international filing date but 
later than the priority date claimed 


T' later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y' document of particular relevance; the claimed Invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
msnts, such combination being obvious to a person skilled 
in the art. 

'&• document member of the same patent family 


Date of the actual completion of the international search 

4 October 2000 


Date of mailing of the international ssarch report 

16/10/2000 


Name and mailing address of the ISA 

European Patent Office. P.S. 5818 Patentlaan 2 
NL-22S0HV Rijawffc 
Tel. (+31-70) 340-2040, Tx. 31 651 eponl, 
Fax: (+01-70)340-3016 


Authorized officer 

Orviz Diaz, P 



Fomi PCT/ISA/210 (woond ahoet) (July 1902) 



page 1 of 5 



INTERNATIONAL SEARCH REPORT 



Irtw xwl Application No 

PCT/EP 00/01269 



C.<Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • Citation of document, with indjcation.where appropriate, of the relevant paaaagea 



Relevant to daim No. 



DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 

31 July 1998 (1998-07-31) 

GIORDANO JAMES ET AL: "Topical ondansetron 

attenuates nociceptive and inflammatory 

effects of intradermal capsaicin in 

humans." 

Database accession no. PREV199800438279 

XPO02149134 

abstract 

& EUROPEAN JOURNAL OF PHARMACOLOGY, 
vol. 354, no. 1, 

31 July 1998 (1998-07-31), pages R13-R14, 
ISSN: 0014-2999 

DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 1996 

PRAMANIK S S ET AL: "Serotonin-3 (5HT-3) 

receptor antagonists modulate 

antinociceptive responses in mice." 

Database accession no. PREV199799649054 

XPO02149135 

abstract 

& INDIAN JOURNAL OF PHYSIOLOGY AND ALLIED 
SCIENCES, 

vol. 50, no. 4, 1996, pages 168-172, 
ISSN: 0367-8350 

DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 1996 

SAMB0RSKI WL0DZIMIERZ ET AL: "The 5-HT-3 

blockers in the treatment of the primary 

fibromyalgia syndrome: A 10-day open study 

with tropisetron at a low dose." 

Database accession no. PREV199799477436 

XP002149136 

abstract 

& MATERIA MEDICA P0L0NA, 

vol. 28, no. 1, 1996, pages 17-19, 

ISSN: 0025-5246 

-/-- 



1-11,13, 
14 



1-11,13, 
14 



1-11,13, 
14 



Form PCT/tSA/210 (oorrtinuaiion oi uoond eh««t) (July 1902) 



page 2 of 5 



INTERNATIONAL SEARCH REPORT 



Intel xiil Application No 

PCT/EP 00/01269 



C.(ContJnu«Uo«i) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ' Citation of document, with indication.where appropriate, of the relevant passages 



Relevant to daim No. 



DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 1996 

FUJII YOSHITAKA ET AL: "Granisetron and 

dexamethasone provide more improved 

prevention of postoperative ernes is than 

granisetron alone in children." 

Database accession no. PREV199799339428 

XPO02149137 

abstract 

& CANADIAN JOURNAL OF ANAESTHESIA, 
vol. 43, no. 12, 1996, pages 1229-1232, 
ISSN: 0832-610X 

DATABASE BIOSIS 'Online! 
BIOSCIENCES INFORMATION SERVICE, 
PHILADELPHIA, PA, US; 1995 
MOSER PAUL C: "The effect of 5-HT-3 
receptor antagonists on the writhing 
response in mice." 

Database accession no. PREV199598457877 

XP002149138 

abstract 

& GENERAL PHARMACOLOGY, 

vol. 26, no. 6, 1995, pages 1301-1306, 

ISSN: 0306-3623 

DATABASE BIOSIS 'Online! 
BIOSCIENCES INFORMATION SERVICE, 
PHILADELPHIA, PA, US; 1994 
SCHWOERER H ET AL: "Treatment of acute 
gouty arthritis with the 
5-hydroxytryptamine antagonist 
ondansetron. " 

Database accession no. PREV199598040148 

XP002149139 

abstract 

& CLINICAL INVESTIGATOR, 

vol. 72, no. 10, 1994, pages 811-813, 

ISSN: 0941-0198 

DATABASE BIOSIS 'Online! 
BIOSCIENCES INFORMATION SERVICE, 
PHILADELPHIA, PA, US; 1989 
GIORDANO J ET AL: "PERIPHERALLY 
ADMINISTERED SEROTONIN 5-HT-3 RECEPTOR 
ANTAGONISTS REDUCE INFLAMMATORY PAIN IN 
RATS" 

Database accession no. PREV199089030180 

XP002149140 

abstract 

& EUROPEAN JOURNAL OF PHARMACOLOGY, 
vol. 170, no. 1-2, 1989, pages 83-86, 
ISSN: 0014-2999 

-/- 



11-14 



1-11,13, 
14 



1-11,13, 
14 



1-11,13, 
14 



F«m PCT/lSAy210 (corthuaoon <* w*xx>d one«1MJuty 1992) 



page 3 of 5 



INTERNATIONAL SEARCH REPORT 



tntox onal Application No 

PCT/EP 00/01269 



C.(Conllnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • I Citation of document with indcation.where appropriate, of the relevant paseagee 



DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 1989 

GIORDANO J ET AL: "DIFFERENTIAL ANALGESIC 

ACTIONS OF SEROTONIN 5-HT-3 RECEPTOR 

ANTAGONISTS IN THE MOUSE" 

Database accession no. PREV198988019024 

XPO02149141 

abstract 

& NEUROPHARMACOLOGY, 

vol. 28, no. 4, 1989, pages 423-428, 

ISSN: 0028-3908 

DATABASE BIOSIS 'Online! 
BIOSCIENCES INFORMATION SERVICE, 
PHILADELPHIA, PA, US; 1989 
ESCHALIER A ET AL: "INFLUENCE OF A 
SPECIFIC 5-HT-3 ANTAGONIST ON 
CARRAGEENAN-INDUCED HYPERALGESIA IN RATS" 
Database accession no. PREV198987128603 
XP002149142 
abstract 

6 PAIN 

vol. 36, no. 2, 1989, pages 249-256, 
ISSN: 0304-3959 

WO 00 48597 A (N0VARTIS ERFIND VERWALT 
GMBH ;N0VARTIS AG (CH); MUELLER WOLFGANG 
() 24 August 2000 (2000-08-24) 
the whole document 

EP 0 507 637 A (ERBAM0NT INC) 

7 October 1992 (1992-10-07) 
the whole document 

WO 94 01095 A (SMITHKLINE BEECHAM PLC 
; SANGER GARETH JOHN (GB); BANNER STEPHEN 
ED) 20 January 1994 (1994-01-20) 
the whole document 

DOAK G J ETAL: "FORMALIN-INDUCED 

NOCICEPTIVE BEHAVIOR AND EDEMA: 

INVOLVEMENT OF MULTIPLE PERIPHERAL 

5-HYDROXYTRYPTAMINE RECEPTOR SUBTYPES" 

NEUROSCIENCE,US,NEW YORK, NY, 

vol. 80, no. 3, 1997, pages 939-949, 

XP000886556 

ISSN: 0306-4522 

the whole document 

-/-- 



1-11,13, 
14 



1-11,13, 
14 



1-14 



1-11,13, 
14 



1-11,13, 
14 



1-11,13, 
14 



Form PCT/ISA/21D (cominuaaon of Moond (Jufy 1992} 



page 4 of 5 



INTERNATIONAL SEARCH REPORT 



Inter. *ial Application No 

PCT/EP 00/01269 



C.(Contlnuatlon) DOCUMEKTS CONSIDERED TO BB RELEVANT 



Category ' Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



ROSENSTEIN D M ET AL: "ANTINOCICEPTIVE 

EFFECTS OF MICRODIALYSIS ADMINISTRATION OF 

5-HT1A AND 5-HT RECEPTOR AGONISTS AND 

ANTAGONISTS IN A MODEL OF ACUTE ARTHRITIS" 

SOCIETY FOR NEUROSCIENCE 

ABSTRACTS, US, SOCIETY FOR NEUROSCIENCE, 

vol . 23, no. 23, 1997, page 1540 

XPO00886228 

ISSN: 0190-5295 

the whole document 

CUNNINGHAM D ET AL: "OPTIMUM ANTI-EMETIC 
THERAPY FOR CISPLATIN INDUCED EMESIS OVER 
REPEAT COURSES: ONDANSETRON PLUS 
DEXAMETHASONE COMPARED WITH 
MET0CL0PRAMIDE, DEXAMETHASONE PLUS 
L0RAZEPAM" 

ANNALS OF ONCOLOGY , NL , KLUWER , DORDRECHT, 
vol. 7, no. 3, 1996, pages 277-282, 
XPO00886538 
ISSN: 0923-7534 
the whole document 

DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 1998 

BOTELLA A ET AL: "Intracolonic glycerol 

induces abdominal contractions 1n rats: 

Role of 5-HT3 receptors." 

Database accession no. PREV199900012906 

XP002149157 

abstract 

& FUNDAMENTAL 4 CLINICAL PHARMACOLOGY, 
vol. 12, no. 6, 1998, pages 619-623, 
ISSN: 0767-3981 

DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 1998 

SAMBORSKI WLODZIMIERZ ET AL: "New concept 

of pharmacological treatment of 

fibromyalgia. Do exist two subgroups of 

fibromyalgia patients?" 

Database accession no. PREV199800453416 

XP002149158 

abstract 

& REUMATOLOGIA (WARSAW), 

vol. 36, no. 2, 1998, pages 144-150, 

ISSN: 0034-6233 



1-11,13, 
14 



11-14 



1-11,13, 
14 



1-11,13, 
14 



Form PCTASA£10 (continuation of »«oond ah«*) {July 1992) 



page 5 of 5 



INTERNATIONAL SEARCH REPORT 

Information on patent family momw>r» 



Patent document 
cited in search report 



WO 0048597 



EP 0507637 



WO 9401095 



Publication 
date 



24-08-2000 



07-10-1992 



20-01-1994 



Intai mil Application No 

PCT/EP 00/01269 



Potent family 
memberfs) 



NONE 



US 
AU 
CA 
JP 
ZA 



AU 
EP 
JP 



5122528 A 
1402092 A 
2063912 A 
6172172 A 
9202145 A 



4507693 A 
0650355 A 
7508530 T 



Publication 
date 



16-06-1992 
08-10-1992 
06-10-1992 
21-06-1994 
27-01-1993 



31-01-1994 
03-05-1995 
21-09-1995 



Fomi PCT/iSA/210 (patent {amity annox) (July 1992) 



mm 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 



PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 7 : 




(11) International Publication Number: 


WO 00/48581 


A61K 31/00 


A2 








(43) International Publication Date: 


24 August 2000 (24.08.00) 



(21) International Application Number: PCT/EPOO/01269 

(22) International Filing Date: 16 February 2000 (16.02.00) 



(30) Priority Data: 
9903761.6 
9914949.4 
9927877.2 



1 8 February 1 999 ( 1 8.02.99) GB 
25 June 1999 (25.06.99) GB 
25 November 1 999 (25. 1 1 .99) GB 



(71) Applicant (for all designated States except AT US): NOVAR- 
TIS AG [CH/CH]; Schwarzwaldallee 215, CH-4058 Basel 
(CH). " 

(71) Applicant (for AT only): N O VARTIS-ERFIND UNGEN VER- 

WALTUNGSGESELLSCHAFT M.B.H. [AT/ AT]; Brunner 
Strasse 59, A-1230 Vienna (AT). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): MtJLLER, Wolfgang 
[CH/CH]; Im Rehwechsel 30, CH-4102 Binningen (CH). 
STRATZ, Thomas [DE/DE]; Purkersdorferstrasse 49, 
D-79713 Bad Sackingen (DE). FARBER, Lothar [DE/DE]; 
Drosselweg 6, D-90562 Heroldsberg (DE). 



(74) Agent: BECKER, Konrad; Novartis AG, Corporate Intellectual 
Property, Patent & Trademark Department, CH-4002 Basel 
(CH). 



(81) Designated States: AE, AL, AM, AT, AU, AZ, BA, BB, BG, 
BR, BY, CA, CH, CN, CR, CU, C2, DE, DK, DM, EE, 
ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, 
KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, 
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, 
SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, 
US, UZ, VN, YU, ZA, ZW, ARIPO patent (GH, GM, KE, 
LS, MW, SD, SL, SZ, TZ, UG, ZW), Eurasian patent (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, 
BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, 
MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM, 
GA, GN, GW, ML, MR, NE, SN, TD, TG). 



Published 

Without international search report and to be republished 
upon receipt of that report. 



(54) Title: USE OF 5-HT 3 RECEPTOR ANTAGONISTS 



(57) Abstract 

The present invention relates to a new use for compounds having 5-HT3 (serotonin M) receptor antagonist activity, especially 
txopisetron, for the manufacture of a pharmaceutical composition for the treatment of a non-inflammatory local disease of the 
musculo-skeletal system, of a local irritation condition of a joint or tendon sheath, or for the local treatment of a local manifestation 
at the locomotor apparatus of an inflammatory disease except for a crystal induced arthritis and a living pathogen induced inflammatory 
disease condition as long as the living pathogen is still present. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI . 


Slovenia 


AM 


Armenia 


Fr 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia 


GA 


Gabon 


LV 


Latvia 


SZ 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA. 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmen btan 


BF 


Burkma Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


BG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CC 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


zw 


Zimbabwe 


CI 


Cote d'Tvoire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






CN 


China 


KR 


Republic of Korea 


PT 


Portugal 






CU 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






cz 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







WO 00/48581 



PCT/EPOO/01269 



Use of 5-HTa Receptor Antagonists 

The present invention relates to a new use, in particular a new pharmaceutical use for 
compounds having 5-HT 3 (serotonin M) receptor, in particular specific 5-HT 3 receptor, 
antagonist activity, especially in the manufacture of a pharmaceutical composition. 

Specifically, the present invention relates to the treatments defined below. 

The 5-HT 3 -receptor antagonists comprise a defined and recognised class of pharmaceuti- 
cally active compounds well known in the art and characterised, as their name implies, by 
their pharmacological activity. Various 5-HT 3 receptor antagonist compounds are commer- 
cially available and clinically applied, e.g. in the treatment of emesis. 

In accordance with the present invention it has now surprisingly been found that 5-HT 3 re- 
ceptor antagonists are useful for the treatment of local non-inflammatory, local irritation- 
related and local inflammatory disease conditions. This is surprising in that (a) the 5-HT 3 
receptor antagonists are effective alone; (b) do not only bring pain relief, but also are effec- 
tive in the treatment of other symptoms, such as effusion, swelling, stiffness and the like, 
and (c) are locally effective, thus not having to rely on systemic administration that may 
show effects e.g. by working via effects on nerves and/or synapses at the spinal cord. It is 
also astonishing that relatively high local doses are both tolerated and effective when local 
administration is employed. 

Hence, the present invention relates to the use of a 5-HT 3 receptor antagonist or of a 
pharmaceutical^ acceptable salt of such an antagonist for the manufacture of a 
pharmaceutical composition for the treatment of a non-inflammatory local disease of the 
musculo-sceletal system, of a local irritation condition of a joint or tendon sheath, or for the 
local treatment a local manifestation at the locomotor apparatus of an inflammatory disease 
except for a crystal induced arthritis and a living pathogen induced inflammatory disease 
condition as long as the living pathogen is still present for example the treatment of any 
process, condition, event, or disease as hereinafter described. In particular, the present 
invention provides the use as mentioned before where, in addition to pain at least one 
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further sequela or symptom of the local disease, local irritation condition or local 
manifestation is alleviated, ameliorated or controlled. 

Any 5-HT 3 receptor antagonist can be used in accordance with the invention. Preferred 5- 
HT 3 receptor antagonists which may be employed in accordance with the present invention 
are: 

A) Ondansetron [1 ,2,3,9-tetrahydro-9-methyl-3-[(2-methyl-IH-imidazol-1 -yi]methyl]-4H- 
carbazol-4-one (cf. Merck Index, twelfth edition, item 6979); 

B) Granisetron [endo-1»methyl-N-(9-methyl-9-aza~bicyclo[3.3.1]non-3-yl)-IH-imidazole-3- 
carboxamide: (cf. loc. cit., item 4557); and 

C) Dolasetron [IH-indole-3-carboxylic acid (2a, 6a, 8a, 9a|3)-octahydro-3-oxo-2,6- 
methano-2H-quino!izin-8-yl ester] (cf. ioc. cit., item 3471). 

Particular 5-HT 3 receptor antagonists which may be employed in accordance with the 
present invention are those of the formula 1 as defined in European Patent 
Publication 189002 B1 , the contents of which are incorporated herein by reference, in 
particular the compound: 

D) indol-3-yl-carboxyiic acid-endo-8-methyi-8-aza-bicycio[3,2, 1 ]-oct-3-yl-ester, also 
known as tropisetron. (cf. local, item 9914). 

Further 5-HT 3 receptor antagonists which may be used preferably in accordance with the 
present invention are: 

E) 4,5,6,7-tetrahydro-5-[(1 -methyl-indol-3-yl)carbonyl]benzimidazole (see also 
ramosetron, see U.S. patent 5,344,927); 

F) (+)-1 0-methyl-7-(5-methyl-1 H-imidazol-4-ylmethyl)-6,7,8, 9-tetrahydropyrido[1 ,2- 
a]indol-6-one (see also fabesetron, EP 0 361 317); and 
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G) [N-(1 -ethyl-2-imidazoIin-2-yl-methyl)-2-metho^ (see also 

lintopride - Chem.- Abstr.-No. 107429-63-0). 

A further 5-HT 3 receptor antagonists which may be used preferably. in. accordance with the 
present invention is 

(H) 2,3,4,54etrahydro-5-methy]-2-[(5-m^ 

b]indol-1-one (see also alosetron, EP 0 306 323). 

5-HT 3 -receptor antagonists may be employed in accordance with the invention in free or in 
pharmaceutical^ acceptable salt form, e.g. as known in the art, for example, in the case of 
compounds A) to D) above in pharmaceutical^ acceptable acid addition salt form, for 
example, in the case of: compound A) the hydrochloride dihydrate; compound B) the hy- 
drochloride; compound C) the mesylate; and compound D) the monohydrochloride. Refe- 
rences to 5-HT 3 receptor antagonists collectively or individually throughout the present spe- 
cification and claims are accordingly to be understood as embracing both free compounds 
and such pharmaceutical^ acceptable salt forms, e.g. as clinically employed, and further 
also solvates, e.g. hydrates, or specific crystal forms of any of these compounds or salts. 

For use in accordance with the present invention tropisetron (especially in the formulation 
called NAVOBAN®) is most preferred. 

Thus, the invention relates to the use of a 5-HT 3 receptor antagonist or of a pharma- 
ceutically acceptable salt of such an antagonist for the manufacture of a pharmaceutical 
composition for the treatment of a non-inflammatory local disease of the muscuio-sceietal 
system, of a local irritation condition of a joint or tendon sheath, or for the local treatment a 
local manifestation at the locomotor apparatus of an inflammatory disease except for a 
crystal induced arthritis and a living pathogen induced inflammatory disease condition as 
long as the living pathogen is still present, where the 5-HT 3 receptor antagonist is selected 
from the group consisting of ondansetron, granisetron, dolasetron, tropisetron, ramosetron, 
fabesetron, lintopride and alosetron, which may be used in free form or as a pharma- 
ceutical^ acceptable salt. 
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ln accordance with the present invention it has now surprisingly been found that 5-HT 3 re- 
ceptor antagonists are useful for the treatment of certain diseases, processes, conditions or 
events, namely non-inflammatory local diseases of the musculo-sceletal system; local irri- 
tation conditions of the joints or tendon sheaths; or the local treatment also of local mani- 
festations at the locomotor apparatus of inflammatory diseases; such as conditions, pro- 
cesses or events that are due to trauma, (including surgery or preferably accident); overload; 
posture fault; degenerative processes; conditions subsequent to another disease (including 
infection, for example viral infection, or tumor diseases); or other conditions that result in 
irritation of the locomotor apparatus of the body; meaning especially therapy of the 
respective non-inflammatory disease, irritation or manifestation as such, its sequelae or its 
symptoms, or any combinations of these. 

Treatment" as used herein includes use for the alleviation, amelioration or control of said 
diseases, processes, conditions or events. It also includes intervention for the alleviation, 
amelioration or control of the sequelae or symptoms of any one or more of these diseases, 
for example degeneration (e.g. of cells, epithelia or tissues), swelling, exudation, effusion or 
pain, stiffness or inflexibility of joints. In this context the term "treatment" is further to be 
understood as embracing use to reverse, restrict or control progression of any specified 
disease, process, condition event or the like/including use for disease modifying effect. If 
any of the mentioned diseases, processes, conditions, manifestations or events, especially 
an inflammatory disease, process, condition, manifestation or event, is associated with pain, 
the term "treatment" preferably encompasses the alleviation, amelioration or control 
(including temporal or permanent removal) of at least one further sequela or symptom in 
addition to pain, such as swelling, effusion, exsudation, lack of flexibility (e.g. due to 
stiffness and/or lack of flexibility of joints), loss of strength or degeneration, more preferably 
of all symptoms and most preferably of the total clinical picture of the respective disease, 
irritation or manifestation. According to the present invention, the term "treatment" 
preferably does not have the meaning of prevention. 

The present invention is in particular applicable to the treatment of: 

(1) non-inflammatory local diseases of the musculo-sceletal system (including a joint or 
another part of the locomotor apparatus), such as 



WO 00/48581 



PCT/EP00/01269 



-5- 

(1a) myofasciaie syndrome, including myelogelosis, chronic lumbaigia or cervicalgia, for 
example unspecific or in the context of degenerative spinal affections, of static posture fault 
or malformation of the spine, e.g. cervical syndrome, 

(1b) tendornyosis, tendinosis, insertion tendopathy (e.g. epicondylitis), bursopathy or peri- 
arthropathy, 

(1c) overload syndrome of the muscle, 

(1d) syndromes due to the compression of nerves or neuropathy (such as medianus 
compression syndrome = carpal tunnel syndrome), or 
(1e) algodystrophy (also called neurodystrophy); or 

(2) local irritation conditions (= states of irritation) of a joint or tendon sheath especially 
related to 

(2a) a meniscus lesion (e.g. following surgical intervention or preferably due to damage to 
the meniscus due to a different cause), 
(2b) arthrosis, such as gonarthrosis, 

(2c) trauma, including accident or post-operative trauma, e.g. after implant or insertion 
surgery or endoscopy, 

(2d) osteochondritis dissecans, osteonecrosis or joint chondromatosis, 
(2e) or various non-inflammatory rheumatoid diseases, 

preferably to the local treatment of one or more of the mentioned diseases under (1) and/or 

(2) ; 

or 

(3) to the local treatment also of a local manifestation at the locomotor apparatus of an in- 
flammatory disease, such as various inflammatory rheumatoid diseases (except for crystal 
induced arthritis (e.g. gout) and except for living pathogen induced diseases as long as the 
living pathogen (bacterium, virus or fungus, protozoon, parasite or the like) is still present), 
such as 

(3a) chronic polyarthritis (= rheumatoid arthritis), including juvenile arthritis or psoriasis 

arthropathy; 

(3b) sarcoidosis, 

(3c) paraneoplastic syndrome or tumor-induced inflammatory diseases, 
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(3d) turbid effusions, 

(3e) coliagenosis, such as systemic Lupus erythematosus, poly-myositis r dermato-myositis, 
systemic sclerodermia or mixed coliagenosis; 

(3f) postinfectious arthritis (where no living pathogenic organism can be found at or in the 
affected part of the body), or 

(3g) seronegative spondylarthritis, such as spondylitis ankylosans; 
or further 
(3h) vasculitis. 

in the case of the inflammatory diseases, diseases where a living pathogen, e.g. a virus, a 
bacterium, a fungus, a protozoon or a parasite or the like, is still present, the treatment of 
must first aim at removal of the pathogen causative for the disease, before treatment with a 
5-HT 3 antagonist is used, as otherwise there is the danger that the causative pathogen 
remains intact. Then the mere symptomatic treatment with a 5-HT 3 antagonist is contrain- 
dicated in order to avoid survival or even further spread of the causative infection. This is 
also valid in the case of combination with an anti-inflammatory glucocorticosteroid as 
described in the following, as is the proviso that treatment of crystal-induced inflammation is 
excluded. 

The term "locomotor apparatus" refers to any component of the musculo-sceletal system of 
the body, especially to bony tissue, muscle, tendons, ligaments, joints, cartilage, 
perichondrium, periosteum, synovial membrane, bursa and the like. 

Trauma" refers preferably to operative and more preferably to trauma by accident, such as 
overload, tumble or push. 

The term "local treatment" refers to the treatment with one or more 5-HT 3 receptor antago- 
nists near or at the site of the manifestation of the disease to be treated, e.g. by intra-mus- 
cular injection, intra-articular injection, or any other injection near or at the site of disease 
manifestation (that is, preferably the administration has the goal to provide for locally higher 
concentrations of the administered compound than would be expected to be achieved by 
systemic administration, or the goal is not systemic exposure), preferably within an area 
within 20, more preferably 10 cm, still more preferably within 5 cm, around the outer 
limitation of the manifestation of the local disease, most preferably directly at the affected 
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are or site, e.g. the are or site of symptom manifestation, such as the area of greatest pain, 
such as an insertion point, a trigger point or a joint, or also in a broader aspect of the 
invention by local tissue infiltration or transdermal administration at the site of the 
manifestation of the disease, e.g. by means of topical administration e.g. by use of gels, 
creams or ointments or the like, or by transdermal patch technology. In the case of the non- 
inflammatory diseases mentioned above under (1) and (2), also systemic treatment is 
possible, e.g. by enteral, especially peroral, e.g. by use of tables or capsules, or rectal, e.g. 
by use of enemation or suppositories; subcutaneous, intraperitoneal or intra-muscuiar 
injection; or infusion is possible. In the case of intravenous administration bolus injection is 
preferred. However, local treatment is preferred in all cases. An advantage of local 
treatment is that high efficiency can be reached and that systemic exposure to a 5-HT 3 
antagonist can be diminished or avoided. One preferred local way of administration is the 
intra-articular injection in case of diseases, conditions etc. that relate to joints, e.g. 
bursopathy or synovitis. 

A preferred example of a local manifestation at the locomotor apparatus of an inflammatory 
disease is synovial inflammation, for example, synovitis, including any of the particular 
forms of synovitis recited in Dorland's Illustrated Medical Dictionary, 26th edition, pub. W. B. 
Saunders and Co. at page 1301 , as far as it is not crystal-induced. Such synovial inflam- 
mation may for example, be consequential to or associated with disease, e.g. arthrosis, 
including arthritis, e.g. osteoarthritis, rheumatoid arthritis or arthritis deformans. 

Further preferred local diseases to be treated according to the invention are those 
mentioned in the examples. 

From the foregoing it will be noticed that the present invention is to be understood 
especially as embracing the treatment, e.g. therapy, of any disease, process, symptom, 
event or condition as set forth above, for example for the alleviation or control of non-in- 
flammatory local diseases or irritations or local inflammatory processes or events and the 
sequelae associated therewith or consequential thereto, e.g. to alleviate or control joint irri- 
tation or effusion; with the proviso that if pain is treated, then in addition at least one other 
disease manifestation (e.g. effusion, swelling, exudation or degeneration) is treated. 
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Preferably the present invention relates to the treatment, especially the local treatment, of a 
disease as mentioned above under (2) or (3), more preferably one of the diseases mentio- 
ned there other than algodystrophy and vasculitis. 

In a further aspect it has been found in accordance with the present invention that 5-HT 3 
receptor antagonists are useful as replacement therapy for local glucocorticosteroid, e.g. 
cortisone or the like, therapy; for example for use in any means of treatment as hereinbe- 
fore and hereinafter set forth, e.g. the diseases mentioned under (2) and (3) hereinabove. 

The term "replacement therapy" as used herein is to be understood as embracing both use 
"as full replacement", i.e. use instead of glucocorticosteroid therapy, as well as use "as 
partial replacement" for glucocorticosteroid therapy, i.e. for administration together with 
glucocorticosteroid therapy or as a means of reducing glucocorticosteroid dosage or to 
achieve a glucocorticosteroid sparing effect. 

The present invention accordingly provides: 

I. A method of treating any process, condition, event, or disease as hereinbefore set 
forth, in a subject in need thereof, which method comprises locally administering an 
effective amount of a 5-HT 3 receptor antagonist, especially locally at or near the site 
of the local disease, local irritation condition or local manifestation; 

II. A method of providing replacement therapy for glucocorticosteroid therapy in a subject 
receiving such glucocorticosteroid therapy for or in the treatment of any process, 
condition, event or disease as hereinbefore set forth, which process comprises locally 
administering to said subject an effective amount, e.g. a glucocorticosteroid sparing 
amount, of a 5-HT 3 -receptor antagonist; as well as 

III. A method of treating any process, condition, event or disease as hereinbefore set 
forth, in a subject in need thereof, which method comprises locally administering an 
effective amount of a 5-HT 3 receptor antagonist together with a glucocorticosteroid. 

Where the term "glucosteroid" is used, this means an anti-inflammatory glucosteroid. 
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Where co-administration is practiced as under III above the drug substances, i.e. 5-HT 3 
receptor antagonist and glucocorticosteroid may be administered sequentially or simul- 
taneously or substantially simultaneously, e.g. employing a fixed combination dosage form. 

In further aspects the present invention also provides: 

IV. A 5-HT3 receptor antagonist for use in, or for use in the manufacture of a pharma- 
ceutical composition for use in; or the use of a pharmaceutical composition comprising 
a 5-HT3 receptor antagonist for local use: 

a) in the treatment of any process, condition, event or disease as hereinbefore set 
forth; 

b) as replacement therapy for glucocorticosteroid therapy in the treatment of any 
process, condition, event or disease as hereinbefore set forth; or 

c) for co-administration together with a glucocorticosteroid in the treatment of any 
process, condition, event or disease as hereinbefore set forth; and/or: 

V. A pharmaceutical dosage form comprising a 5-HT 3 receptor antagonist together with a 
glucocorticosteroid, especially for the local treatment of any process, condition, event 
or disease as hereinbefore set forth. 

Where under (I) to (V) the term "any process, condition, event or disease" is used, this term 
preferably relates to the diseases mentioned under (1), (2) and (3) above, especially as 
defined above as being preferred. 

The term "locally administering" or "local use" is defined to mean local administration or 
especially "local treatmenf as defined above, that is, administration at or near the site of the 
non-inflammatory disease, irritation condition or local inflammatory disease condition, in 
contrast to systemic administration. 

Dosage forms, e.g. in accordance with V above, are to be understood as including both 
fixed-unit-dosage forms, e.g. liquid formulations, comprising both active ingredients together 
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with appropriate pharmaceutically acceptable diluents or carriers, as well as twin delivery 
systems, packages or the like comprising both active ingredients separately or in separate 
dosage form, for concommitant or sequential administration. 

The 5-HT3 receptor antagonists are preferably used in well-known liquid formulations. 

Utility of 5-HT3 receptor antagonists in accordance with the present invention can be de- 
monstrated in clinical trials carried out in accordance with standard techniques and 
methodologies, for example as follows: 

The following examples are for illustrative purposes and are not intended to diminish the 
scope of the present invention. Instead of tropisetron, any other 5-HT 3 -antagonist, or a 
pharmaceutically acceptable salt thereof, solvate, e.g. hydrate, or crystalline form thereof, 
especially selected from the group consisting of ondansetron, granisetron, dolasetron, 
ramosetron, fabesetron, lintopride and alosetron, can be used, or any combination of two or 
more of these 5-HT 3 receptor antagonists or pharmaceutically acceptable salts thereof. 

In the following examples, tropisetron is administered in the standard formulation of the 
trademark Navoban® which is available in ampoules that contain 2 mg or 5 mg of the active 
substance, tropisetron. 

EXAMPLE 1: Treatment of synovial inflammation/svnovitis c onsequent to inflammatory 
processes 

Trials are performed on 2 patients exhibiting rheumatoid arthritis and severe consequential 
synovial inflammation as well as marked pain. 

Two patients exhibiting acute exacerbation of rheumatoid arthritis, one in the shoulder joint, 
the other in the knee joint, are each treated once with 2 mg tropisetron administered intra- 
articularly. In both cases treatment leads to almost complete remission from pain within a 
few hours. Both patients are examined over a period of one week following treatment with 
tropisetron and are found to be free of symptoms. 
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EXAMPLE 2: Treatment of synovial inflammation following traumatic or degenerative event 

A first patient exhibits repeated exudation from the knee joint consequential to damage to 
the meniscus. Prior to the trial the patient received injections of glucocorticoid. The patient 
receives an injection of 2 mg of tropisetron administered intra-articularly. After 45 min. 
marked reduction of pain is reported and a major reduction of effusion from the knee joint is 
observed after 5 hours. The patient remains free of symptoms without further therapy over 
an observation period of 5 days. 

A second patient exhibits damage to the meniscus of the right knee joint as well as arthritic 
change leading to synovial irritation with consequential knee joint effusion. Despite a suc- 
cessful synovialectomy prior to trial entry the patient exhibits renewed knee joint effusion. 
Two 2 mg doses of tropisetron are administered i.v. over a period of 17 days with 15 injec- 
tions, one each day with a 2 days pause in therapy. 24 hours after the first i.v. injection, 
significant improvement of pain is reported. Following continuation of injections, the patient 
exhibits as virtually free of symptoms. The exudation from the knee joint is completely 
inhibited without any other medication within 8 days and movement of the knee joint is 
clearly improved. The improvement in condition continues over a further 7 days observation 
following completion of therapy: 

EXAMPLE 3: Treatment of implant or inser tion tendopathv 

Three patients exhibiting implant/insertion tendopathy are treated with tropisetron. The 
condition treated results in the case of the first patient from epicondylitis radiaiis, in the case 
of the second patient from insertion tendopathy in the area of insertion of the deltoid muscle 
and, in the case of the third patient from an enthesiopathy of the Malleolus lateralis. In all 
three cases, tropisetron is injected once at a dosage of 2 mg in the area of greatest pain, 
directly into the tissues. In all three cases severity of pain decreases within a period of 60 
min. and virtually complete remittal is achieved within 24 hrs., indicating remission from 
disease remission. Further improvements found after tropisetron injection include increase 
of strength and of flexibility of the affected body part. 

EXAMPLE 4: Further Fxamples for the efficiency of tropisetron: 
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Pain is subsequently determined on a visual analogue scale (VAS) that goes from 0 mm (no 
pain) to 1 00 mm (strongest pain). 

4 a) Enthesiooathv (Insertion Tendopathv) (with infiltration) : 

(i) Female patient, born in 1955; Diagnosis: epicondylitis. Rest pain before local injection of 
tropisetron 30 mm, 7 days later 0 mm. 

(ii) Female patient, born 1947, diagnosis: periarthropathia humeroscapularis. Rest pain 
before local injection of tropisetron 85 mm, 7 days after local injection 45 mm. 

(iii) Patient born 1953, diagnosis: epicondylitis. Rest pain before local injection of tropisetron 
35 mm, 7 days thereafter 0 mm. 

4 b) Rheumatoid arthritis (intraarticular injection) : 

(i) Female patient, born 1942. 

Before injection of Navoban into the right knee joint: rest pain 62 mm, pain under exercise 
82 mm, bending up to 105 °, knee joint circumference 46 cm. 24 hours later: rest pain 22 
mm, pain under exercise 21 mm, bending 105 °, knee joint circumference 45 cm. 48 hours 
after treatment: rest pain 0, pain under exercise 5 mm, bending 110°, knee joint circum- 
ference 45 cm. 7 days after treatment: rest pain 20 mm, pain under exercise 16 mm, 
bending up to 145 °, knee joint circumference 45.4 cm. 

(ii) Female patient, born 1947. 

Before injection of 2 mg Navoban into the left knee joint: rest pain 25 mm, pain under 
exercise 85 mm, bending up to 1 15 °, knee joint circumference 37.5 cm. 24 hours later: rest 
pain 8 mm, pain under exercise 58 mm, bending 120 °, knee joint circumference 37.5 cm. 
48 hours after treatment: rest pain 6 mm, pain under exercise 55 mm, bending 1 15 °, knee 
joint circumference 37.5 cm. 7 days after treatment: rest pain 5 mm, pain under exercise 59 
mm, bending up to 1 15 °, knee joint circumference 37 cm. Now 5 mg Navoban are injected 
into the knee joint, 7 days later the patient has a rest pain of 0 mm, pain under exercise of 
33 mm, bending is possible up to 120 °, and the knee joint circumference is 37.5 mm. 

4 c) Treatment of left knee joint irritation (Morbus Still): 

Patient, 26 year old, Morbus Still diagnosed 1 .5 years ago. Despite basic treatment with 15 
mg methotrexat per week and 20 mg prednisolone per day, the patient suffers from swelling 
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and overheating of the left knee joint for the first time in February 1999. Pain at rest in the 
VAS 98 (0-100), pain under strain 70. Obvious articular effusion. Knee joint circumference 
44 cm, straightening/bending 0°-10°, 115°. 24 hours after an intraarticular injection with 2 
. mg tropisetron pain at rest in the Visual Analog Scale (VAS) 0, pain under strain 70. 
Straightening/bending 0°, 0°, 135°, knee joint circumference 41 cm, with significant 
reduction of joint swelling and effusion respectively. 7 days later pain at rest in the VAS 0, 
pain under strain 57, straightening/bending 0°, 0°, 130 °, knee joint circumference 40.5 cm. 

4 e) Gonarthrosis : 

Patient, 74 years old, has activated gonarthritis with effusion for 2 months. Only short-term 
pain reduction by means of non-steroidal antiphlogistics could be achieved. Following an 
intra-articular injection with 2 mg tropisetron, pain at rest after 24 hours on the visual 
analog scale for pain (0-1 00) sinks from 43 to 25, after 2 days to 1 3, after 7 days to 10 and 
in a follow-up check after 17 days to 4. The analog values for pain under strain are 75, 45, 
10 and 10, respectively. The effusion is gone after 7 days, as is the overheating of the knee 
joint. 

Example 5 : Spinal syndrome (i.v. administration) 

Female patient born 1957, diagnosis: cervical syndrome. Before injection of 2 mg 
tropisetron 68 mm rest pain, 24 hours later 35 mm, at day 7 18 mm. 

Example 6: Spinal syndromes (i.v. administration) 

(i) Cervical Syndrome: 

Female patient born 1957, diagnosis: cervical syndrome. Before i.v. injection of 2 mg 
tropisetron 68 mm rest pain, 24 hours later 35 mm, at day 7 18 mm. 

(ii) Lumbalgia: 

Patient born 1940, diagnosis: lumbalgia. The patient is injected 2 mg Navoban i.v., .the rest 
pain before the injection amounts to 78 mm, the pain under exercise 90 mm, the Schober 
distance upright/with bended upper part of the body between the processus spinalis 
vertebrae of vertebra 1 and 5 ("Schober" hereinafter) 10/1 1 cm, the distance from fingers to 
ground with bended upper part of the body 32 cm; 24 hours later, the rest pain is 36 mm, 
the pain under exercise 43 mm, the Schober 10/12.3, and the finger/ground distance 24 
cm; after 48 hours, the rest pain is 28 mm, the pain under exercise 47 mm, the Schober 
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10/12.5, the finger/ground distance 26.5 cm. 7 days after treatment, the rest pain is 15 mm, 
the pain under exercise 22 mm, the Schober 10/13, and the finger/ground distance 22 cm. 

Equivalent results as in the preceding examples are obtainable in equivalent or comparable 
trials with patients exhibiting similar symptomatology employing 5-HT 3 -receptor antagonists 
other than tropisetron, for example using any of the 5-HT 3 -receptor antagonists A) through 
C) or E) through H) hereinbefore recited at comparable, e.g. conventional clinical, dose as 
known in the art. Similar results are also achievable employing 5-HT 3 -receptor antagonists, 
e.g. tropisetron at doses of the order of 2mg/day p.o. or by injection or topical application in 
clinical trials involving subjects exhibiting other local non-inflammatory or local inflammatory 
diseases, conditions or symptoms. 

Trials conducted as described above or analogously are demonstrative of long lasting and 
disease modifying effects in conditions herein described as well as symptomatic and 
giucocorticosteroid replacement effect for 5-HT 3 receptor antagonists. 

For use in accordance with the present invention the appropriate dosage will, of course, 
vary depending on for example the particular 5-HT 3 receptor antagonist employed the mode 
of administration and the nature and severity of the condition to be treated as well as the 
specific condition to be treated. In general an indicated single, e.g. daily, dosage will be in 
the range usually employed for known indications such as emesis and will typically be from 
about 0.05 to about 50 mg per day, more preferably around 1 to 10 mg per day, convenient- 
ly administered once or in divided doses up to four times a day or in sustained release form, 
or used repeatedly after longer intervals, e.g. after some days or weeks, e.g. after 2 days to 
4 weeks. In the case of tropisetron an appropriate dosage for administration, e.g. by in- 
jection, for example for i.v. application or injection direct into the affected areas, will be of 
the order of 2 mg per day or 5 mg per day, administered once, sequentially over a se- 
quence of 2 to 20 days or at intervals of 2 to 5 days to 2 days to 2 weeks. 

For use in accordance with the invention, 5-HT 3 receptor antagonists may be administered 
by any conventional route in particular enterally, preferably orally, e.g. in the form of tablets 
or capsules, or rectally, e.g. in the form of suppositories or enemation, or most preferably 
parenteral^, e.g. in the form of injectible solutions or suspensions, e.g. by subcutaneous, 
intraperitoneal or intra-muscular injection for systemic administration. Suitable formulations 
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for use in accordance with the present invention will include any of those as known and 
commercially available and clinically employed in the art, for example the commerically 
available formulations. Preferably, the compositions are administered locally, that is, near or 
at the site of the manifestation of the disease to be treated, e.g. by intramuscular injection, 
intra-articular injection or any other injection near or at the site of disease manifestation; in a 
broader aspect of the invention, also local tissue infiltration or transdermal administration 
may be considered, e.g. by use of gels, creams or ointments or the like, or preferably by 
transdermal patches. Dosages for such forms will be of the order or slightly higher than 
those used on administration by injection. 
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CLAIMS 

1 . The use of a 5-HT 3 receptor antagonist or of a pharmaceutical^ acceptable sait of 
such an antagonist for the manufacture of a pharmaceutical composition for the treat- 
ment of a non-inflammatory local disease of the musculo-sceietal system, of a local 
irritation condition of a joint or tendon sheath, or for the local treatment a local 
manifestation at the locomotor apparatus of an inflammatory disease except for a 
crystal induced arthritis and a living pathogen induced inflammatory disease condition 
as long as the living pathogen is still present. 

2. The use according to claim 1 , wherein in addition to pain at least one further sequela 
or symptom of the local disease, local irritation condition or local manifestation is 
alleviated, ameliorated or controlled. 

3. The use according to claim 1 , wherein the 5-HT 3 receptor antagonist is selected from 
the group consisting of ondansetron, granisetron, dolasetron, tropisetron, ramosetron, 
fabesetron, lintopride and alosetron, which may be used in free form or as a 
pharmaceutical^ acceptable salt. 

4. The use according to claim 1 , wherein the disease to be treated is a non-inflammatory 
local disease of the musculo-sceietal system selected from the group consisting of 
myofascial syndrome, tendomyosis, tendinosis, insertion tendopathy, bursopathy or 
periarthropathy, overload syndrome of the muscle, syndromes due to the compression 
of nerves or neuropathy and algodystrophy. 

5. The use according to claim 1 , wherein the disease to be treated is a non-inflammatory 
local disease of the musculo-sceietal system selected from the group consisting of 
myofascial syndrome, tendomyosis, tendinosis, insertion tendopathy, bursopathy or 
periarthropathy, overload syndrome of the muscle, and syndromes due to the 
compression of nerves. 



6. 



The use according to claim 1 , wherein the disease to be treated is a local irritation 
condition of a joint or tendon sheath related to a meniscus lesion, arthrosis, trauma, 
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locally osteochondritis dissecans, osteonecrosis or joint chondromatosis, and various 
non-inflammatory rheumatoid diseases. 

7. The use according to claim 1 for the local treatment a local manifestation at the 
locomotor apparatus of an inflammatory disease except for a crystal induced arthritis 
and a living pathogen induced inflammatory disease condition as long as the living 
pathogen is still present, wherein said inflammatory disease being selected from 
chronic polyarthritis, sarcoidosis, paraneoplastic syndrome or tumor-induced 
inflammatory diseases, turbid effusions, coliagenosis, postinfectious arthritis, 
seronegative spondylarthritis and vasculitis. 

8. A method of treating a non-inflammatory local disease of the musculo-sceietal system, 
of treating a local irritation condition of a joint or tendon sheath, or of locally treating a 
local manifestation at the locomotor apparatus of an inflammatory disease except for 
a crystal induced arthritis and a living pathogen induced inflammatory disease condi- 
tion as long as the living pathogen is still present, in a subject in need thereof, which 
method comprises locally administering to said subject an effective amount of a 5-HT 3 
receptor antagonist. 

9. A method according to claim 8 wherein the 5-HT 3 antagonist is administrated locally at 
or near the site of the local disease, local irritation condition or local manifestation. 

1 0. A method of providing replacement therapy for glucocorticosteroid therapy in a subject 
receiving such glucocorticosteroid therapy, which method comprises locally 
administering to said subject an effective amount of a 5-HT 3 -receptor antagonist. 

11. A method of treating any process, condition, event or disease as hereinbefore 
described, in a subject in need thereof, which method comprises locally administering 
an effective amount of a 5-HT 3 receptor antagonist together with a glucocorticosteroid. 

12. A pharmaceutical dosage form for local administration comprising a 5-HT 3 receptor 
antagonist together with an anti-inflammatory glucocorticosteroid. 
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13. A 5-HT 3 receptor antagonist or a pharmaceutical composition comprising a 5-HT 3 
receptor antagonist for local use: 

a) in the treatment of process, condition, event or disease as hereinbefore 
described; 

b) as replacement therapy for anti-inflammatory glucocorticosteroid therapy in the 
treatment of any process, condition, event or disease as hereinbefore 
described; or 

c) for co-administration together with a glucocorticosteroid in the treatment of any 
process, condition, event or disease as hereinbefore described. 

14. A method, use, compound or composition as claimed in any one of claims 1 , 8, 10, 
1 1 , 1 2 or 1 3, wherein the 5-HT 3 receptor antagonist is tropisetron. 



